
May 18, 2004 

PC Box 13398 
Five Moore Drive 
Research Triangle Park 
North Carolina 27709-3398 

Tel. 919 483 2100 
www.gsk.com 

Division of Dockets Management (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, room 1061 
Rockville, MD 20852 

Re: Docket No. 2004D-0117 
International Conference on Harmonization; Draft Guidance on E2E Pharmacovigilance Planning 

Dear Sir/Madam: 

GlaxoSmithKline (GSK) is a research-based pharmaceutical company engaged in the discovery, 
development, manufacture, and sale of prescription and over-the-counter pharmaceutical 
products and vaccines. We appreciate the opportunity to provide comments on the ICH draft 
guidance on pharmacovigilance planning. 

In general, GSK supports the concepts outlined in the guidance document, and congratulates the 
ICH E2E Expert Working Group on developing a clear and comprehensive document. We are 
also encouraged to see that the concepts outlined in the draft guidance appear to be consistent 
with those contained in previous FDA and EU documents related to risk management. However, 
we believe that clarifying the wording in several sections would enhance the documents 
usefulness. Our comments and suggestions for revisions are attached. 

Sincerely, 

Pattishall, MD, MPH 

Global Clinical Safety & Pharmacovigilance 
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Docket  No.  2 0 0 4 D - 0 1 1 7  -  ICH Draf t  G u i d a n c e  o n  Pharmacov ig i l ance  P l a n n i n g  
G S K  C o m m e n t s  
P a g e  I 

G e n e r a l  C o m m e n ts 

Id e n tifie d  a n d  p o te n tia l  risks: T h e  s e c o n d  p a r a g r a p h  o f th e , S c o p e  sect ion in t roduces th e  
te rms /co n c e p ts o f “i d e n tifie d  risks” a n d  “p o te n tia l  r isks”, wh ich  a r e  u s e d  th r o u g h o u t th e  d o c u m e n t. 
T h e  te r m  “i d e n tifie d  risks” impl ies  a n  es tab l ished causa l  re la t ionsh ip  to  th e  d r u g  p r o d u c t, wh i le  
“p o te n tia l  r isks” cou ld  r e p r e s e n t e i ther  situ a tio n s  w h e r e  e v e n ts h a v e  b e e n  r e p o r te d  b u t causal i ty 
rema ins  a  q u e s tio n , o r  a n  a n t ic ipated risk b a s e d  o n  exper ience  with o th e r  d r u g s  in  th e  s a m e  class 
o r  th e  d r u g ’s p h a r m a c o l o g y . W h i le w e  u n d e r s ta n d  th e  g e n e r a l  c o n c e p t b e h i n d  creat ing two 
te rms , in  pract ice, w e  fin d  it difficult to  d is t inguish a  p o i n t w h e r e  a  p o te n tia l  r isk w o u l d  b e c o m e  a n  
i d e n tifie d  risk. W h i le th is  is n o t so  m u c h  a n  issue w h e n  th e  te rms  a r e  u s e d  in  th e  S c o p e  sect ion 
o f th e  gu ide l ine ,  it is m o r e  o f a n  issue with r e g a r d  to  th e  Pharmacov ig i l ance  Speci f icat ions a n d  
P lans, wh ich  requ i re  s e p a r a te  d iscuss ions o f i m p o r ta n t i d e n tifie d  risks a n d  i m p o r ta n t p o te n tia l  
risks. T h e  Pharmacov ig i l ance  Speci f icat ion shou ld  b e  ev idence -based , a n d  th e  e v e n ts th a t h a v e  
b e e n  r e p o r te d  shou ld  b e  charac ter ized to  th e  ful lest extent  possib le.  W e  p r o p o s e  th a t th e  
Pharmacov ig i l ance  Speci f icat ion descr ibe  th e  “p o te n tia l  r isks o f interest” o r  “suspec ted  risks”, a n d  
character ize th e  n a tu r e  o f th o s e  risks inc lud ing  ser iousness,  f requency,  predictabi l i ty,  reversibi l i ty, 
a n d  w h e th e r  th e  e v e n ts a r e  p r e v e n ta b l e  (e .g ., d r u g - d r u g  interact ions)  o r  idiosyncrat ic.  

If th is  is n o t possib le,  w e  s u g g e s t th a t d e fin i t ions o f “i d e n tifie d ” a n d  “p o te n tia l” risk b e  d e v e l o p e d , 
a n d  incorpora ted  into th e  d o c u m e n t. 

D e fini t ions: A lth o u g h  th e  g u i d a n c e  d o c u m e n t d o e s  inc lude  a  d e fin i t ion fo r  pharmacov ig i lance ,  
cons idera t ion  shou ld  b e  g i ven  to  e x p a n d i n g  th e  list o f d e fin e d  te rms , a n d  to  inc lud ing  a  
“D e fin i t ions” sect ion in  th e  g u i d a n c e  d o c u m e n t. This  w o u l d  serve  to  e l iminate  c o n fus ion  a n d  
d i ve rgen t in terpretat ions o f te rms  u s e d  th r o u g h o u t th e  d o c u m e n t. S u g g e s tio n s  fo r  a d d i tio n a l  
te rms  th a t shou ld  b e  d e fin e d  inc lude:  
. “ear ly  p o s tm a r k e tin g  p e r i o d ” ( sugges t th a t th is  b e  th e  first th r e e  years  o f m a r k e tin g , 

consistent  wi th F D A ’s per i -approva l  pe r iod )  
l  ser ious  (this cou ld  b e  th e  d e fin i t ion in  th e  ICH E Z A  g u i d a n c e )  
0  f r equen t 
. i d e n tifie d  risks (if n o t c h a n g e d  as  desc r ibed  a b o v e )  
0  p o te n tia l  r isks (if n o t c h a n g e d  as  desc r ibed  a b o v e )  

Speci f ic  C o m m e n ts 

S e c tio n  1 .3  S c o p e  

As  d r a fte d , th e  gu ide l i ne  w o u l d  app ly  to  ‘I... s igni f icant c h a n g e s  in  es tab l ished p r o d u c ts (e .g ., n e w  
d o s a g e  fo r m , n e w  r o u te  o f a d m inistrat ion, o r  n e w  m a n u fac tur ing process  o f a  b io techno logy-  
de r i ved  p r o d u c t) a n d .... n e w  p o p u l a tio n s  o r  in  signi f icant n e w  indicat ions.” This  w o u l d  requ i re  a  
sponsor  1 :o  p r o d u c e  a  Pharmacov ig i l ance  Speci f icat ion a n d  Pharmacov ig i l ance  P lan  fo r  near ly  
a n y  c h a n g e  to  a n  exist ing p r o d u c t. M a n y  p r o d u c t l ine ex tens ions d o  n o t substant ia l ly  impac t th e  
b e n e fit/risk p r o file  o f a  d r u g /bio logic,  a n d  shou ld  n o t w a r r a n t c reat ion o f Pharmacov ig i l ance  
Speci f icat ions a n d  P lans. W e  s u g g e s t th a t th e  first p a r a g r a p h  in  th is  sect ion b e  r e w o r d e d  to  r e a d : 

T h e  gu ide l i ne  cou ld  b e  m o s t u s e fu l  fo r  n e w  chemica l  e n tities  a n d  b io techno logy-der i ved  
p r o d u c ts. It is a lso  u s e fu l  fo r  appl icat ions to  s u p p o r t a  m a jor  n e w  u s e  o r  ind icat ion fo r  
es tab l ished p r o d u c ts (e .g ., n e w  p o p u l a tio n ) . T h e  n e e d , fo r  a  Pharmacov ig i l ance  Speci f icat ion 
a n d  Pharmacov ig i l ance  P lan  fo r  o th e r  situ a tio n s  (e .g ., n e w  d o s a g e  fo r m )  shou ld  b e  assessed  
o n  a  case  by  case  basis.  
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The third paragraph indicates that the Pharmacovigilance Specification and Pharmacovigilance 
Plan could be included in the Common Technical Document (CTD). We suggest that this section 
include specific direction regarding the location of this information (e.g., Module 1 of the CTD). 

In the fourth paragraph, we request that the word “m ight” be changed to “should”, so that this 
sentence reads: 

For products for which no special concerns have arisen, routine pharmacovigilance activities 
shoulid be considered adequate for the Pharmacovigilance Plan. 

As noted in Section 1.2. Background, the decision to approve a drug is based on a satisfactory 
balance of benefits and risks, and once the product is marketed, emerging information can have 
an impact on benefits or risks, thus changing this balance. For this reason, we suggest that the 
fifth paragraph in the Scope section be revised to include the concept of ongoing review of 
benefits as well as risks, as follows: 

During the course of implementing the various components of the plan, any important 
emerging benefit or risk information should be discussed and used to revise the plan. 

Section :2 Pharmacovigilance Specification 

In line with our general comments above regarding identified and potential risks, we suggest that 
the first paragraph be reworded as follows: 

The Pharmacovigilance Specification is a summary of the suspected risks of a drug, the 
populations potentially at-risk, and outstanding safety questions that should not delay 
approval, but which warrant further investigation to refine understanding of the benefit risk 
profile. This Pharmacovigilance Specification is intended to help industry and regulators 
identify any need for specific data collection in the post-approval period and also to facilitate 
the construction of the Pharmacovigilance Plan. 

2.1. Elements of the specification 

The second paragraph in this section states that the “focus of the Pharmacovigilance 
Specification should be on.. important m issing information.” We suggest that the term  “m issing 
information” be replaced with “further evidence required” in this section and throughout the 
document. In addition, we suggest that wording in this section be clarified to specify that this 
refers to important information that is relevant to the proper use of the drug product. Although 
understanding of both the potential benefits and risks of a product continue to evolve following 
market introduction, only specific outstanding questions related to product safety are relevant to 
the Pharmacovigilance Specification. 

2.1 .I. Non-clinical 

The first sentence could be clarified by restating it as follows: 

Within the Specification, this section should present safety concerns raised by findings of 
non-clinical studies that have not been resolved by clin(cal data, for example: 

2.1.2.b. Populations not studied in the preapproval phase 

The beginning of this section could be expanded to read: 

The specification should discuss which populations have not been studied or have only been 
studied to a lim ited degree in the pre-approval phase. It should describe outstanding 
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questions to be addressed by post-approval studies to gain a better understanding of the 
benefits and risks of the product in clinical practice. information on populations not studied in 
clinical trials (e.g., disease severity or patients with specific underlying medical conditions) 
should also be included, especially if the product is not contraindicated in these populations, 
or where experience is lim ited. Populations to be considered should include (but m ight not 
be lim ited to): 

2.1.2.~. Adverse events (AEs)/Adverse drug reactions (ADRs) 

In the section on “Safety issues that require further evaluation”, we suggest adding “reversibility” 
to the list of factors that m ight have an impact on the balance of benefits and risks of the product. 

If the guiclance document continues to classify risks as “identified’” and “potential” risks, the 
section on “Potential risks that require further evaluation” should be revised to specify that the 
“potential risks” are based on evidence/fact, and not merely conjecture or hypothetical situations. 
The same comment applies to the following section 2.1.2.d., “identified and potential interactions, 
including food-drug and drug-drug interactions”. 

2.1.2.e. Epidemiology of the indication(s) and important adverse events 

It is unclear whether the “epidemiology of . ..important adverse events in the target population” 
refers to the occurrence of comorbid conditions, which m ight be m istaken for adverse events, or 
whether the suggestion to include such information would be broadening the statement. Our 
epidemiologists have long thought that an understanding of comorbidities in the patient 
population that is likely to use the drug is potentially very helpful in interpreting some safety 
issues (e.g., from spontaneous reports) that arise in the peri-approval period. In the case where 
the drug does not represent a new class of compounds, a review of the frequency of AEs in 
already marketed drugs in the class is also very helpful. Risk factors for such events in addition 
to measures of frequency would also be critical to understand and review. 

New drugs are frequently prescribed to more severely ilf patients, and the nature of this potential 
“selective prescribing” should be discussed and strategies for interpretation of the post-marketing 
pharmacovigilance detail should be outlined if possible. 

2.2. Summary 

See previous comments regarding identified and potential risks. In addition, we suggest that the 
“important m issing information” bullet be revised to read: 

* Outstanding questions to be assessed in the post-marketing setting 

Section 3 Pharmacovigilance Plan 

3.1. Purpose 

In the first sentence of the second paragraph of this section, we suggest that the word “m ight” be 
changed to “should”, so that this sentence reads: 

For products for which no special concerns have arisen, routine pharmacovigilance should be 
considered sufficient for post-approval safety monitoring, without the need for additional 
actions (e.g., safety studies). 
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3.2.1. Summary of ongoing safety issues 

Since the Pharmacovigilance Specification would always be completed, we do not believe that 
the summary, taken directly from  the Specification, should be repeated in the Pharmacovigilance 
Plan, especially if these are two parts of the same document. 

3.2.2 Routine pharmacovigilance practices 

The last sentence in this section should be deleted. It is not necessary to include within the 
Pharmacovigilance Plan a description of the company’s organization and practices for conducting 
pharmaccvigilance, especially’if this is required in only some ICH regions. A statement to the 
effect that the company’s routine pharmacovigilance practices include the elements outlined in 
the three bullet points in this section should be sufficient. 

3.2.2. Safety action plan for specific issueslimportant’m issing information 

Consistent with our previous comments, we believe the phrase “important m issing information” 
should be deleted from  the title of this section. In addition, we suggest that when defining the 
“objective of the proposed action”, this should be expressed as an ideal or vision statement. 

The last bullet, “M ilestones for evaluation and reporting” should also include a description of the 
intended mechanism of reporting (e.g., PSUR, Periodic Report), which may be unique to the 
specific country regulatory requirements. 

3.3.1. Design and conduct of observational studies 

The second paragraph in the section includes the statement “It is recommended that the protocol 
be discussed with the regulatory authorities before the study starts.” While we agree that 
regulatory authorities should have the opportunity to review and approve protocols before a study 
begins, we suggest that this statement be revised so that it is clear that it does not require open 
discussion of study protocofs. In our experience, such open discussion of protocols can hamper 
negotiations by emphasizing details and deflecting attentionfrom  the main objective, which is 
obtaining agreement that the proposed study can answer the important and relevant scientific and 
regulatory questions. 


